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In the Claims 

Please amend the claims by replacing all prior versions, and 
listings, of claims pursuant to 37 C.F.R. §1. 121(c) as 
follows : 

1-122. (Canceled) 

123. (Currently Amended) In a process for obtaining a 
pharmaceutical product containing a mixture of 
polypeptides, each of which consists essentially of 
alanine, glutamic acid, tyrosine and lysine, wherein 
the mixture has an average molecular weight from 40 00 
to 13,000 Daltons and in the mixture the molar fraction 
of alanine is 0.427, of glutamic acid is 0.141, of 
lysine is 0.337 and of tyrosine is 0.093 and wherein 
during — the process includes determining the molecular 
weight distribution of a batch of a— an aqueous m ixture 
of polypeptides, each of which consists essentially of 
alanine, glutamic acid, tyrosine and lysine, -i-s — tooted 
using a gel permeation chromatography column to 
determine whether the mixture has an average molecular 
weight from 4000 to 13,000 Daltons for inclusion in the 
pharmaceutical product, the improvement comprising 

calibrating the molecular weight obtained using 
the gel permeation chromatography column by subjecting 
a plurality of molecular weight markers, each of which 
is a polypeptide consisting essentially of alanine, 
glutamic acid, tyrosine and lysine and having a 
predetermined amino acid sequence, to chromatography on 
the column to establish a relationship between 
retention time on the column and molecular weight. 



r 

Applicants : Alexander Gad and Dora Lis 

Serial No. : 10/792,311 

Filed : March 2, 2004 

Page 3 of Amendment Under C.F.R. §1.116 in Response to 
June 16, 2005 Final Office Action 

124-126 . (Canceled) 



127. (Previously presented) The process of claim 123, 
wherein the gel permeation chromatography column 
comprises a cross-linked agarose-based medium, with an 
exclusion limit of 2 x 10 6 Daltons, an optimal 
separation range of 1000 to 3x 10 5 Daltons, and a bead 
diameter of 20-40 \im. 

128. (Previously presented) The process of claim 127, 
wherein the gel permeation chromatography column is 
Superose 12 . 

129. (Previously amended) The process of claim 123, 
wherein in the molecular weight markers the molar 
fraction of alanine is 0.3 8 to 0.5, of glutamic acid is 
0.13 to 0.15, of tyrosine is 0.08 to 0.10 and of lysine 
is 0.3 to 0.4. 

130. (Previously Amended) The process of claim 129, 
wherein in the molecular weight markers the molar 
fraction of alanine is 0.422 to 0.444, of glutamic acid 
is 0.133 to 0.143, of tyrosine is 0.086 to 0.093 and of 
lysine is 0.333 to 0.349. 

131. (Previously presented) The process of claim 123, 
wherein one of the molecular weight markers is selected 
from the group consisting of 

AKKYAKKEKAAKKAYKKEAKAKAAEAAAKEAAYEA (SEQ ID NO : 1 ) ; 
AKKYAKKAKAEKAKKAYKAAEAKKAAKYEKAAAEKAAAKEAAYEA ( SEQ ID 
NO : 2 ) ; 
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AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKA 
A (SEQ ID N0:3) ; 

AKKYAKKEKAYAKAKKAEAKAAKKAKAEAK 
KAAAKEAAYEA ( SEQ ID NO : 4 ) ; 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKAKAEAKKYAKAAKAEKKEYA 
AAEAKYKAEAAKAAAKEAAYEA ( SEQ ID NO : 5 ) ; 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKAKAEAKKYAKAAKAEK^ 
AAEAKYKAEAAKKAYKAEAAKAAAKEAAYEA (SEQ ID NO : 6 ) ; and 
AKKYAKKAEKAYAKKAKAAKEKKAYAKKEAKAYKAAEAKKKAKAEAKKYAKEAAK 
AKKEAYKAEAKKYAKAAKAEKKEYAAAEAKKAEAAKAYKAEAAKAAAKEAAYEA 
(SEQ ID NO:7) , 

wherein A represents alanine, K represents lysine, Y 
represents tyrosine, and E represents glutamic acid. 

132. (Previously presented) The process of claim 123, 
wherein the plurality of molecular weight markers is 

AKKYAKKEKAAKKAYKKEAKAKAAEAAAKEAAYEA (SEQ ID NO : 1 ) ; 
AKKYAKKAKAEKAKKAYKAAEAKKAAKYEKAAAE KAAAKEAAYEA (SEQ ID 
NO : 2 ) ; 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKAEAKYKAEAAKAAAKE 
A (SEQ ID NO: 3) ; 

AKKYAKKEKAYAKAKKAEAKAAKKAKAEAKKYAKAAK^^ 
KAAAKEAAYEA ( SEQ ID NO : 4 ) ; 
AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKAK^ 
AAEAKYKAEAAKAAAKEAAYEA (SEQ ID NO : 5 ) ; 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKAKAEAKKYAKAAKAE 
AAEAKYKAEAAKKAYKAEAA KAAAKEAAYEA (SEQ ID NO : 6 ) ; and 
AKKYAKKAEKAYAKKAKAAKEKKAYAKKEAKAYKAAEAKKKAKAEAKKYAKEAAK 
AKKEAYKAEAKKYAKAAKAEKKEYAAAEAKKAEAAKAYKAEAAKAAAKEAAYEA 
(SEQ ID NO: 7) , 
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wherein A represents alanine, K represents lysine, Y 
represents tyrosine, and E represents glutamic acid. 

133. (Previously Amended) The process of claim 123, 
wherein the pharmaceutical product is lyophilized. 

134. (Previously Amended) A process for obtaining a 
pharmaceutical product containing a mixture of 
polypeptides, each of which consists essentially of 
alanine, glutamic acid, tyrosine and lysine, wherein 
the mixture has an average molecular weight from 40 00 
to 13,000 Daltons and in the mixture the molar fraction 
of alanine is 0.427, of glutamic acid is 0.141, of 
lysine is 0.337 and of tyrosine is 0.093, which 
comprises obtaining a batch of a mixture of 
polypeptides, each of which consists essentially of 
alanine, glutamic acid, tyrosine and lysine; 

determining the average molecular weight of the 
mixture of polypeptides in the batch using a molecular 
weight-calibrated gel permeation chromatography column; 
and 

including in the pharmaceutical product the 
mixture if the mixture is determined to have an average 
molecular weight from 4000 to 13,000 Daltons, 

wherein the gel permeation chromatography column 
is calibrated by subjecting a plurality of molecular 
weight markers to chromatography on the column to 
establish a relationship between the retention time on 
the column and molecular weight, wherein each of the 
markers is a polypeptide consisting essentially of 
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alanine, glutamic acid, tyrosine and lysine and has a 
predetermined amino sequence . 

135-137 . (Canceled) 

138. (Previously presented) The process of claim 134, 
wherein the gel permeation chromatography column 
comprises a cross-linked agarose-based medium, with an 
exclusion limit of 2 x 10 6 Daltons, an optimal 
separation range of 1000 to 3x 10 5 Daltons, and a bead 
diameter of 20-40 ym. 

139. (Previously presented) The process of claim 138, 
wherein the gel permeation chromatography column is 
Superose 12 . 

140. (Previously Amended) The process of claim 134, 
wherein in the molecular weight markers the molar 
fraction of alanine is 0.38 to 0.5, of glutamic acid is 
0.13 to 0.15, of tyrosine is 0.08 to 0.10 and of lysine 
is 0.3 to 0.4. 

141. (Previously Amended) The process of claim 140, 
wherein in the molecular weight markers the molar 
fraction of alanine is 0.422 to 0.444, of glutamic acid 
is 0.133 to 0.143, of tyrosine is 0.086 to 0.093 and of 
lysine is 0.333 to 0.349. 

142. (Previously presented) The process of claim 134, 
wherein one of the molecular weight markers is selected 
from the group consisting of 
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AKKYAKKEKAAKKAYKKEAKAKAAEAAAKEAAYEA ( SEQ ID NO : 1 ) ; 
AKKYAKKAKAEKAKKAYKAAEAKKAAKYEKAAAEKAAAKEAAYEA ( SEQ ID 
NO : 2 ) ; 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAK 
A (SEQ ID NO: 3) ; 

AXKYAKKEKAYAKAKKAEAKAAKKAKAEAKKYAKAA 
KAAAKEAAYEA ( SEQ ID NO : 4 ) ; 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKAKAEAKKYAKAAKAEKKEYA 
AAEAKYKAEAAKAAAKEAAYEA ( SEQ ID NO : 5 ) ; 
AKKYAKKEKAYAKKAJEKAAKKAEAKAYKAAEAK 

AAEAKYKAEAAKKAYKAEAAKAAAKEAAYEA (SEQ ID NO : 6 ) ; and 
AKK Y AKKAE KAY AKKAKAAKE KKA YAKK E AKAYKAAE AKKKAKAE AKK Y AKE AAK 
AKKEAYKAEAKKYAKAAKAEKKEYAAAEAKKAEAAKAYKAEAAKAAAKEAAYEA 
(SEQ ID NO: 7) , 

wherein A represents alanine, K represents lysine, Y 
represents tyrosine, and E represents glutamic acid. 

143. (Previously presented) The process of claim 134, 
wherein the plurality of molecular weight markers is 

AKKYAKKEKAAKKAYKKEAKAKAAEAAAKEAAYEA ( SEQ ID NO : 1 ) ; 
AXKYAXKAKAEKAKKAYKAAEAKKAAKYEKAAAE KAAAKEAAYEA ( SEQ ID 
NO : 2 ) ; 

AKKYAKKEKAYAKKJIEKAAKKAEAKAYKAAEAK^ 
A (SEQ ID NO: 3 ) ; 

AKKYAKKEKAYAKAKKAEAKAAKKAKAEAKKYAKAAK 
KAAAKEAAYEA (SEQ ID NO : 4 ) ; 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKAKAEAKKY 
AAEAKYKAEAAKAAAKEAAYEA ( SEQ ID NO : 5 ) ; 

AKKYAKKE KAYAKKAEKAAJCKAE AKAYKAAE AKKKAKAE AKK YAKAAKAE KKE YA 
AAEAKYKAEAAKKAYKAEAAKAAAKEAAYEA (SEQ ID NO : 6 ) ; and 
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AKKYAKKAEKAYAKKAKAAKEKKAYAKKEAKAYKAAEAKKKAKAEAKKYAKEAAK 
AKKEAYKAEAKKYAKAAKAEKKEYAAAEAKKAEAAKAYKAEAAKAAAKEAA 
(SEQ ID NO: 7) , 

wherein A represents alanine, K represents lysine, Y 
represents tyrosine, and E represents glutamic acid. 

144. (Currently Amended) The process of claim 134, further 
comprising a step of lyophilizing the mixture having 

fehe average — molecular — weight from — 4,000 fee 13 , 000 

Daltons of polypeptides . 

145. (Previously Amended) A process for determining the 
average molecular weight of an aqueous mixture of 
polypeptides, each of which consists essentially of 
alanine, glutamic acid, tyrosine and lysine, wherein in 
the mixture the molar fraction of alanine is 0.427, of 
glutamic acid is 0.141, of lysine is 0.337 and of 
tyrosine is 0.093, which comprises subjecting the 
mixture to chromatography on a molecular weight- 
calibrated gel permeation chromatography column so as 
to determine the average molecular weight of the 
mixture, wherein the gel permeation chromatography 
column is calibrated by subjecting a plurality of 
molecular weight markers to chromatography on the 
column to establish a relationship between retention 
time on the column and molecular weight, wherein each 
of the markers is a polypeptide consisting essentially 
of alanine, glutamic acid, tyrosine and lysine and has 
a predetermined amino acid sequence. 



146-148 . (Canceled) 
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149. (Previously presented) The process of claim 145, 
wherein the gel permeation chromatography column 
comprises a cross-linked agarose-based medium, with an 
exclusion limit of 2 x 10 s Daltons, an optimal 
separation range of 1000 to 3x 10 5 Daltons, and a bead 
diameter of 2 0-40 jam. 

150. (Previously presented) The process of claim 149, 
wherein the gel permeation chromatography column is 
Superose 12 . 

151. (Previously Amended) The process of claim 145, 
wherein in the molecular weight markers the molar 
fraction of alanine is 0.38 to 0.5, of glutamic acid is 
0.13 to 0.15, of tyrosine is 0.08 to 0.10 and of lysine 
is 0.3 to 0.4. 

152. (Previously Amended) The process of claim 151, 
wherein in the molecular weight markers the molar 
fraction of alanine is 0.422 to 0.444, of glutamic acid 
is 0.133 to 0.143, of tyrosine is 0.086 to 0.093 and of 
lysine is 0.333 to 0.349. 

153. (Previously presented) The process of claim 145, 
wherein one of the molecular weight markers is selected 
from the group consisting of 



AKKYAKKEKAAKKAYKKEAKAKAAEAAAKEAAYEA (SEQ ID NO : 1 ) ; 
AKKYAKKAKAEKAKKAYKAAEAKKAAKYEKAAAEKAAAKEAAYEA (SEQ ID 
NO : 2 ) ; 
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AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKAEAKYKAEAAKAAAKEAAYE 
A (SEQ ID NO: 3 ) ; 

AKKYAKKEKAYAKAKKAEAKAAKKAKAEAKKYAKAAKAEKKEYAAAEAKYKAE^ 
KAAAKEAAYEA ( SEQ ID NO : 4 ) ; 

AKK YAKKE KA Y AKKAE KAAKKAE AKAYKAAEAKKKAKAE AKK YAKAAKAE KKE Y A 
AAEAKYKAEAAKAAAKEAAYEA ( SEQ ID NO : 5 ) ; 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKAKAEAKKYAKAAKAEKKE 
AAEAKYKAEAAKKAYKAEAAKAAAKEAAYEA (SEQ ID NO : 6 ) ; and 
AKK Y AKKAE KA YAKKAKAAKEK KAY AKK E AKA YKAAE AKKKAK^ 
AKKEAYKAEAKKYAKAAKAEKKEYAAAEAKKAEAAKAYKAEAAKAAAKEAAYEA 
(SEQ ID NO: 7) , 

wherein A represents alanine, K represents lysine, Y 
represents tyrosine, and E represents glutamic acid. 

154. (Previously presented) The process of claim 145, 
wherein the plurality of molecular weight markers is 

AKKYAKKEKAAKKAYKKEAKAKAAEAAAKEAAYEA (SEQ ID NO : 1 ) ; 
AKKYAKKAJCAEKAKKAYKAAEAKKAAKYEKAAAEKAAAKEAAYEA ( SEQ ID 
NO : 2 ) ; 

AKKY AKKEKAY AKKAE KAAKKAEAKAYKAAEAKKKAEAKYK^ 
A (SEQ ID NO: 3) ; 

AKKYAKKEKAYAKAKKAEAKAAKKAKAEAKKYAKAAKAE 
KAAAKEAAYEA ( SEQ ID NO : 4 ) ; 

AKK YAKKE KAYAKKAE KAAKKAE AKA YKAAE AKKKAKAE AKK Y AKAAKAE KKE Y A 
AAEAKYKAEAAKAAAKEAAYEA ( SEQ ID NO : 5 ) ; 

AKKYAKKE KAYAKKAE KAAKKAE AKA YKAAE AKKKAICAE AKK YAKAAJ<AE KKE Y A 
AAEAKYKAEAAKKAYKAEAAKAAAKEAAYEA (SEQ ID NO : 6 ) ; and 
AKKYAKKAEKAYAKKAKAAKEKKAYAKKEAKAYKAAEAKKKAKAEAKKYAKEAAK 
AKKEAYKAEAKKYAKAAKAEKKEYAAAEAKKAEAAKAYKAEAAKAAAKEAAYEA 
(SEQ ID NO: 7) , 
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wherein A represents alanine, K represents lysine, Y 
represents tyrosine, and E represents glutamic acid. 

155. (Previously Amended) A process for determining 

whether an aqueous mixture of polypeptides, each of 
which consists essentially of alanine, glutamic acid, 
tyrosine and lysine, has an average molecular weight 
from 4000 to 13,000 Daltons, wherein in the mixture the 
molar fraction of alanine is 0.427, of glutamic acid is 
0.141, of lysine is 0.337 and of tyrosine is 0.093, 
which process comprises subjecting the mixture to a 
calibrated gel permeation chromatography column to 
determine the average molecular weight of the mixture 
wherein the gel permeation chromatography column is 
calibrated by subjecting a plurality of molecular 
weight markers to chromatography on the column to 
establish a relationship between retention time on the 
column and molecular weight, wherein each of the 
markers is a polypeptide consisting essentially of 
alanine, glutamic acid, tyrosine and lysine and has a 
predetermined amino acid sequence. 

156-158 . (Canceled) 

159. (Previously presented) The process of claim 155, 
wherein the gel permeation chromatography column 
comprises a cross-linked agarose-based medium, with an 
exclusion limit of 2 x 10 6 Daltons, an optimal 
separation range of 1000 to 3x 10 s Daltons, and a bead 
diameter of 20-40 um. 
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160. (Previously presented) The process of claim 159, 
wherein the gel permeation chromatography column is 
Superose 12 . 

161. (Previously amended) The process of claim 155, 
wherein in the molecular weight markers the molar 
fraction of alanine is 0.38 to 0.5, of glutamic acid is 
0.13 to 0.15, of tyrosine is 0.08 to 0.10 and of lysine 
is 0.3 to 0.4. 

162. (Previously amended) The process of claim 161, 
wherein in the molecular weight markers the molar 
fraction of alanine is 0.422 to 0.444, of glutamic acid 
is 0.133 to 0.143, of tyrosine is 0.086 to 0.093 and of 
lysine is 0.333 to 0.349. 

163. (Previously presented) The process of claim 155, 
wherein one of the molecular weight markers is selected 
from the group consisting of 

AKKYAKKEKAAKKAYKKEAKAKAAEAAAKEAAYEA ( SEQ ID NO : 1 ) ; 
AKKYAXKAXAEKAKKAYKAAEAKKAAKYEKAAAEKAAAKEAAYEA ( SEQ ID 
NO : 2 ) ; 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKAEAKYKAEAAKAAAKEAAYE 
A (SEQ ID NO: 3) ; 

AKKYAKKEKAYAKAKKAEAKAAKKAKAEAK 
KAAAKEAAYEA ( SEQ ID NO : 4 ) ; 
AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAK^ 
AAEAKYKAEAAKAAAKEAAYEA ( SEQ ID NO : 5 ) ; 

AKKYAKKE KAYAKKAE KAAXKAE AKAYKAAE AKKKAKAE AKKYAKAAKAEKKE YA 
AAEAKYKAEAAKKAYKAEAAKAAAKEAAYEA (SEQ ID NO : 6 ) ; and 



Alexander Gad and Dora Lis 
10/792, 311 
March 2, 2004 

Page 13 of Amendment Under C.F.R. §1.116 in Response to 
June 16, 2005 Final Office Action 



Applicants 
Serial No. 
Filed 



AKKYAKKAEKAYAKKAKAAKEKKAYAKKEAKAYKAAEAKKKAKAEAKKYAKEAAK 
AKKEAYKAEAKKYAKAAKAEKKEYAAAEAKKAEAAKAYKAEAAKAAAKEAAYEA 
(SEQ ID NO: 7) , 

wherein A represents alanine, K represents lysine, Y 
represents tyrosine, and E represents glutamic acid. 

164. (Previously presented) The process of claim 155, 
wherein the plurality of molecular weight markers is 



AKKYAKKEKAAKKAYKKEAKAKAAEAAAKEAAYEA (SEQ ID NO : 1 ) ; 
AKKYAKKAKAEKAKKAYKAAEAKKAAKYEKAAAEKAAAKEAAYEA (SEQ ID 
NO : 2 ) ; 

AKKYAKKEKAYAXKAEKAAKKAEAKAYKAAEAKKKAEAKYKAEAAKAAAKEAAYE 
A (SEQ ID NO: 3) ; 

AKKYAKKEKAYAKAKKAEAKAAKKAKAEAKKYAKAAKAEK 
KAAAKEAAYEA (SEQ ID NO : 4 ) ; 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKAKAEAKKYAKAAKAEKKEYA 
AAEAKYKAEAAKAAAKEAAYEA ( SEQ ID NO : 5 ) ; 
AKKYAKKEKAYAKKAEKAAKKAEAKAYKA 

AAEAKYKAEAAKKAYKAEAAKAAAKEAAYEA (SEQ ID NO : 6 ) ; and 
AKKYAXKAEKAYAKKAKAAKEKKAYAKKEAKAYKAAEAKKKAKAEAKKYAKEAAK 
AKKEAYKAEAKKYAKAAKAEKKEYAAAEAKKAEAAKAYKAEAAKA 
(SEQ ID NO:7) , 

wherein A represents alanine, K represents lysine, Y 
represents tyrosine, and E represents glutamic acid. 



